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CEFACLOR
CAPSULES, USP
250 mg and 500 mg

Celaclor is 3 semisynthetic ceph-
alosporin antibiotic fof orat ad-
ministration. Wt is chemically de-
signated as 3-chlow-7»D»(2-vhunyl-

namido)-3-cephem-4 i

9
ac’iu monohydrate.

CsHraCIN;0S Ha0
MW 385.82

€ach capsule coORtains cetaclor
monghydrate squivalent to 250 mg
(0.68 mmol) o¢ 500 mg (1.36 mma)
cefaclor.

lnsctive {agredisats: sodium starch
glycolate and sodium stearyl
tumasate.

CAPSULE  SHELL AND PRINT
CONSTITUENTS: D&C Yellow #10
Aluminum Lake, FD&C Blue # Al
mioum  Lake, FD&C Blue #2
Aluminum Lake, FO3C fed #40.
gelatin, pl\lfmaciulical glazs,
propylene glycol, silicon dioxide,
sodium lauryl sullate. synthetic black
iron oxide and titanium dioxide. The
250 mg capsvle sheli atso contains
blagk iron oxide and ysliow iron
axige



CLMICAL PRARMACOLOGY

Cefaclor is walt absarbed after oral
administration to fasting subjects.
Total absorption is the same whether
the drug is given with or without
f00d; however, when it is takan with
food, the peak concentration
achievad is 50% to 75% of that
observed when the drug is ad-
ministered to fasting subjects and
generally appears from three fourths
to 1 hour later, Following ad-
ministration of 250-mg. 500-mg,
and 1-9 doses to fasting subjects,
average peak serum levels of
approximately 7, 13, and 23 #g/mL
caspectively were obtained within
30 to 60 minutes. Approximately
60% to 85% of the drug is excretad
unchanged in the urine wit 8
hours, the greater portion baing
excreted within the first 2 hoyrs.
During this 8-hour period, peak
uring concentrations following the
250-mg, 500-mg and 1-g doses
were approximately 600, 900, and
1,900 pp/mL respactively.  The
serum half-lite in normal subjects
is 0.6 to 0.9 hour. 1n patisnts with
reduced renal function, the serum
half-lite of cefacior is stightly
profonged. In those with complets
absence of renai function, the
plasma half-lite of the intact
molecule is 2.3 10 2.8 hours.
Excretion pathways in patisnts with
markedly impaired renai tunction
have not baen deiermined. Hemo-
dialysis shortens the hait-tife by
25% to 30%.

Microbiology-1n vitro tests demon-
strate that the bactecicidat action of
the cephalosparins results from
inhidition of cell-wall synthesis.
Cefaclor is active in vilro against
mosi strains of clinical isolates of
the following organisms:
Staphytococci, including coagu-
tasa-positive, coagulase-neg-
ative, and penicillinase-pro-
ducing strains (when tested by
in vitro methods), exhibit cross-
(esistance between cefaclor and
methicillin
Streptococcus pyogenss (group
A B-hemolytic streptocacci}

Streptococcus pneumonias
Moraxetia (Branhamelia) catarrhatis

Haemophiius influenzae, in-
<ludin ﬂ-hclamasc-producing
ampicilin-resistant straing

Escharichia coli

Proteus mirabitis

Klebsisila sp

Citrobacter diversus

Neisseria gonorrhoezes

Prapionibacterium acnes and

Bacteraides sp (excluding Bac-

teroides fragitis)

Peptococci

Peplostreptococci
Note: Pseudomonas sp, Acineto-
bacter calcoaceticus {fermerly Mima
Sp and Herellea sp). and most
strains of enteracocci (£nterocaccuys




laecalis tlormerty Streplococcus
laecalis}, group D streptococci),
Enterobacter sp. indole-positive Pro-
teus, and Serratia sp are resislant
1o cefacior. When lested by in vitro
methods, staphylococei exhibit cross-
fesistance between cefaclor and
methicillin-type antibiotics.

Disk Susceptibility Tests-Quaniitative
methods thal require measuremenl
of zone diametars give the most
precise estimates of antibiotic
susceptibility. One such procedure*
has besn recommended for use wilh
disks for testing susceptibility 1o
cephalothin. The currently accepted
20ne dizmeter intarpretative criteria
for the cephalothin disk are ap-
propriate for determining bacterial
susceptidility to cetacior. Wilh this
proceduie, a report from the
labaratory of “resistant® indicates
that the intecling orpanism is not
likely to respond ta therapy. A re-
port of “intermediate susceptibility”
suggests that the organism would
be susceplible if the infection is
cenfined ta tissues and fluids (eq.
urine) in which high antibiotic levels
can be obtained o¢ il high dosage
is used

ICATIONS AND USAGE

Cefaclor capsules ars indicated in
Ihe treatment of the lollowing
infections when caused by suscep-
tible strains of the designated
microorganisms:

QOtitis media caused by S. pneu-
moniae, H. influenzae, staphy-
Iococci, and S. pyogenes (group
A B-hemolylic streptococci)

. -
cluding paeumonia, caused by S
pnevmoniae, M. infivenzae, and S.
pyogenes {group A B-hemolytic
sireptococci)

il i ions, in-
cluding pharyngitis and tonsiilitis,
caused by S pyogenes (group A
B-hemalylic streptococci)

Nota: Penicillin is the usual drug
of choice in the trealment
and prevention of stiep-
tococeal inlections, including
the prophylaxis of rheumatic
fever. Cefaclor is generalty
effective in the eradication
of sireptococci from the
nasopharynx; howevers, sud-
slantial data estadlishing the
efhicacy of cefaclor in the
subsequenl pravention of
theumatic tever are not
available al present

ions. including
pyslonephritis and cystitis, caused
by £ coli, P. mirabilis, Kiebsiella
sp. and coagulase-negative sla-
phytococci

caused by Staphylococcus aureus

and 5. pyogenes (group A 8-

hemalytic sireprococci)
Appioptiate culture and susceptibility
sludies should be pertormed to
determine susceptibility ol (he
causative organism to cefaclor



CONTAAINDICATIONS

Gefaclor is cantraindicated in
patienis with known allergy to the
cephalosporin group of antibiotics.

IN_PENICILLIN-SENSITIVE PA-
TIENTS, CEPHALOSPORIN ANTI-
8IOTICS SHOULD BE ADMIN-
ISTERED CAUTIOUSLY. THERE IS
CLINICAL AND LABORATORY EV-
{DENCE OF PARTIAL CROSS-
ALLERGENICITY OF THE PEN)-
CILLINS AND THE CEPHALO-
SPORINS AND THERE ARE IN-
STANCES IN WHICH PATIENTS
HAVE HAD REACTIONS, INCLUDING
ANAPHYLAXIS, TO BOTH DRUG
CLASSES

Antibiatics, including cefactor,
should be administered cautiously
to any patient who has demonstrated
some form of allergy, particularly
to drups.

Pseudomambranous colitis has bean
1eported with virtually all broad-
spectrum  antibiotics  (including
macrolides, semisynthetic panicillins,
and cephalosporins); theretore, it is
important to consider its diagnosis
in patients wha develop diarrhea in
association with the use of antibiotics.
Such colitis may range in severity
from mitd ta life threatening.

Treatment with broad-spectrum
antibiotics alters the normal flora
of the colon and may permit
avergrowth of clostridia. Studies
indicate that a toxin produced by
Clastridium ditticife is a primary
cause of anlibiotic-associated colitis.

Mild cases of pseudomembranous
colitis usually respond to drug
atone. ia

to severe cases, managemeni should
include sigmoidascopy, approgriate
bacteriologic studiss, and fluid,
electrolyte, and protein suppiemen-
tation. When the colitis does not
improve after the drug has bdeen
discontinued, or when it is severa,
orai vancomycin is ihe drug of
choice for anlibiatic-associatad
pseudomembranaus colitis produced
by € aifficite. Other causes of
colitis should be rufed out

PRECAUTIONS

Generai—It an allergic reaction to
cefaclar occurs. the drug shouid be
discontioued, and, if necessary, the
patient should be treated wilh
appropriats agents, e.g., pressor
amines, antihislamines, or corticos-
teraids.

Prolanged use of cefaclor may resutt
in the overgrawth of nonsusceptible
organisms. Careful observalion of
the patient is essential. 1f superin-
fection accurs during therapy.
appropriate measures should be
taken

“ Bauer AW, Kirby WMM, Sherris
JC, and Turck M: Aatibiotic
susceplibitity lesting by a slan-
dardized single disk method. Am
J Clin Pathol 1966,45:493.  Stan-
dardized disk susceptidility test
Federal Register 1974:39:19182-
19184



Positive direct Coombs' tests have
been reposted during teeatment with
the cephatosporin antibiotics. In he-
matologic studies or in transiusion
cross-matching procedures when
antiglobulin tests ars performed on
1he minar side or in Coombs' tesling
of newborns whose mothers have
ieceived cephalosporin antibiolics
before parturition, it should be
fecognized that a positive Coombs'
test may be due lo the drug.

Cefaclor should be administered with
caution in the presence of markedly
impaired renal function. Since the
hall-lite of cetaclor in anuria is 2.3
10 2.8 hours, dosage adjustmenls
for patients with moderale or severe
renal impairment are usually not
required. Clinical experience with
cefaclor under such conditions is
limited; therefors, caretul clinical
observation and laboratory studies
should be made.

As with other B-lactam anlibiotics,
the renal excretion of cefaclor is
inhibited dy probenecid

As a resull of administration of
cefaclor, a false-positive reaction
for glucose in the urine may pceur.
This has been observed with
Benedict's and Fehling’s solutions
and also with Clinitest® tablels but
not with Tes-Tape® (Gliucose En-
zymatic Test Strip, USP)

Broad-spectrum antibiotics should
be prescribed with caution in
individuals with a  bistory of
Qastroiniestinal disease, particularly
colitis

Usage in Pregnancy—Pregnancy
Category B—Reproduclion studies
have been performed in mice and
rats at doses wp ta 12 limes the
human dose and in feriets given 3
times the maximum human dose
and have raveated no evidence of
impaired ferlility or harm fo the
fetus due to cefacior. There are,
however, no adequate and well-
controlted siudies in pregnant
women.  Because animal repro-
duclion studiss are not always
predictive ot human response, this
drug shouvid ba used during
Ppregnancy only if clearly needed

Nursing Mothsrs-Small amounts of
cefaclor have been detecied in
mother's mitk folowing admin-
istralion of single 500-mg doses
Average fevels were 0.18, 0.20, 0.21,
and 0.16 pg/mL at 2, 3, 4, and §
hours respectively. Trace amounts
were delected ai 1 hour. The effect
on nuising infants is not known.
Caution shouid be exercised when
cefacios is administered to a nursing
woman

Pediatric Use—Safety and effective-
ness of this product lor use in
infanis less than 1 manth of age
have not been established



ABVERSE REACTISNS

Adverse sifects considered 1o be
related to therapy wilh cetaclor are
listed below:

Hypsrsensitivity reactions have tbean
reporied in about 1.5% of patisnts
and include morbilliform sruptions
{1 in 100). Pruritis, urticaria, and
positive Coombs’ tests each oceur
in less than 1 in 200 patients.

Cases of serum-sickness-like reac-
tions have been reported with the
use of cetaclor. These are charac-
terized by findings of erythema
muttiforme, rashes, and other skin
manilestations accompanied by
arthritis/arihralgia, with or without
fever, and differ from classic serum
sickness in that there is intrequently
associated lymphadenopathy and
proteinyria, ao circulating immune
complexes, and Ao svidence to date
of sequelae of the reaction. While
further investigation is ongoing,
serym-sickness-like  reactions
appear to be due 1o hyper-
sensilivity and more often occul
during of following a second (of
subsequent) course of therapy with
celaclor. Such reactions have been
1eporied more frequently in
chitdren than In adults with an
overall occurrence ranging from 1
in 200 (0.5%) in one focused trial
1o 2 in 8,346 (0.024%) in overalt
chinical trials (with an Incidence
in childrea in clinica! trials of
0.055%) to 1 in 38,000 (0.003%)
in spontaneous evant reports. Signs
and symploms usually occur @ few
days after initiation of therapy and
subside within 2 few days alter
cessation of therapy. occasionaity
these reactions have resulted in
hospitalizatian, usually of short
duration {median hospitalization =
2 to 3 days, based on postmarketing
survaillance siudies). In those
requiring hospitalization, the symp-
toms have ranged from mild to
severe at the time of admission with
more of the severe reactions
accurring in childran. Antihistamines
and glucocorticoids appear 10
anhance resolution of tha signs and
symptoms. Mo serious sequelas have
been reported.

Mors severs hypersansilivily re-
actians, including Stevens-Jlohnson
syndrome, toxic epidermal necroly-
sis, and anaphylaxis have been
reporied rarely. Anaphylaxis may
be mare common in patients with
a hislory of penicillin allergy.
Gastrointestinal symptoms occus in
about 2.5% of patients and include
diarrhea (1 in 70).

of p
colitis may appear either during or
atter antibiotic treatment. Mausea
and vomiting have been reparted
rarely. As with some penicillins
and some other cephalasporins,
transient hepatilis and cholestatic
jaundice have been reported rarely.

Other stfects considsred related to
therapy included eosinophilia (1 in
50 patients), genilal pruritus of
vaginitis (less than 1 in 100
patients), and, rarely, thrombocy-
topenia o reversible inferstitial
nephritis.

Causal Relationship Uncertain—

CNS—Rarsly. reversible hypear-
i agitalion, nervausness,
a, confusion, hyperlonia,
dizziness, hallucinations, and somno-
lence have deen reporied.

Transitary abaormalities in clinical
laboralory test results have been
reparted.  Although they were of
uncertain etiolagy, they are listed
below to serve as alerting in-
formation for the physician

Hepatic—Siight elevations of AST
(SGOT), ALT (SGPT), or alkaline
phosphatase values (1 in 40).

Hematopoietic—As has also been
reported  with other f-lactam
antibiotics, transienl lymphocytosis,
ia, and, racely, i
ansmia and reversible neutropenia
of possible clinical significance.

There have been rare reports of
increased prothrombin time with or
without clinical bieeding in patienls
receiving celaclor and warfarin
concomitantly.

Renal—Stight elevalions in BUN oc
serum craatinine s than 1 in
500) or abnormal urinalysis (less
than 1 in 200).




OYERROSAGE

Signs and Symptoms-—The toxic
symptoms following an overdose of
cefaclor  may include nausea,
vomiting, epigastric distress, and
diarchea.  The severity of the
epigastric distress and the diarrhea
are dose related. If ather symptoms
are present, it is probable ihat they
are secondary to an underlying
disease state, an allergic reaction,
or the atfects of other inloxication.

Trestmeat—Y¥o abtain up-10-date
information about the treaiment of
overdose, a good resource is your
certified Regional Poison Control
Center.  Telephona numbers of
certified poison cantrof centers ace

listed in the Physicians’ Desk
Reference (POR). in managing
overdosage, consider the Ppossibility
of multiple drug overdoses, intar-
action among drugs, and unusval
drug kinetics in your patient
Unless 5 times the normal dose of
cefaclor has been ingested. gas-
trointestinal decontamination will not
b necessary
Protect the patient's airway and
Support venlilation and perfusion.
eticulously monitor and maintain,
within acceplable limits, the patient's
vital signs, blood Qases, serum
electrolytes, atc Absorption of
drugs from the Qastrointestinal tract
may bs decrsased by giving
dctivated charcoal, which, in many
cases, is more effactive than emesis
or lavage; consider charcoal instead
of or in addition to gastric amptying
Repeated doses of charcoal over
time may hasten slimination of some
drugs that have been absorbed.
Sateguard the patient’s airway whan
empioying gastric emptying or
charcoal
Forced diurasis, peritaneal dialysis,
hemodialysis, or charcoal hemo-
ion have not been i
as beneficial for an overdose of
cefacior.

BOSAGE AND ADMINISTRATION
Cefacior capsules ars adminislered
oraily.

Adults—The ysyal aduil dosage is
250 mg every 8 hours. For more
savers infections (such as pney-
mania} or those caysed by less
susceptibie organisms, doses may
be daubled.

Cefactor may pe administered in
the preseace of ¥Mpaiced renat
function. Under such a condition,
the dosape usually is unchanged
(see rucmwm

In the treatment pf B-hamolytic
streptococcal infections, 3 thera-
peultc dosage of cetacior shouid be
administered for at least 10 days.
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Cefaclgr Cansulas, USP are Supplied
a5 follows:

250 mg: White 0P2que cap ang
gray 0paque body, imprinteg “8ip-
CRAFY 223" i botties of 15 {NDC
0332-3206-24), 100 (npc 0332.
3206-09;, 500 (NoC 0332»3206-!3)

Store at Conirolied room temperatyrs &
5° - 30+ {59 . 85°F)

CauTy ferat {USA) Jaw Prohibits

ﬂismsmg withoyt Prescription

Manulactured by
Biocraty Libqu(anes. Inc
Elmwoog Park, Ny 07407

April 1994
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100 Capsules

Keep tightly closed.

Store at controiled room temperature 15°-30°C
(59°-86°F).
Dispense in a tight, light-resistant container.

Mfd. by: Biocraft Laboratories, Inc.
Elmwood Park, NJ 07407
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Keep tightly closed.

Store at controlled room temperature 15°-30°C
(59°-86°F).

Dispense in a tight, light-resistant container.
Mfd. by: Biocraft Laboratories, Inc.

Elmwood Park, NJ 07407
1193

LOoT
EXP



